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IN THE ABSTRACT 

No changes. 
IN THE DISCLOSURE 

No changes. 
IN THE CLAIMS 

Applicant respectfully requests the following amendments be made to the 
claims and the following new claims be added. These claims were added to insert 
claims corresponding to those for which the Examiner raised objections imder 35 
U.S.C. 112 on account of multiple dependency. No new subject matter has been 
added to the application. 



. (Amended) A controUed-release Galenical preparation of phanfiaceutically 

acceptable form of Diltiazem including the pharmaceutical^ acceptable salts 
thereof, suitable for evening dosing every 24 hours containing fprnn about 120 mg to 
about 540 mg of the form of Diltiazem with excipierijsr to provide controlled 
(sustained) release of the form of Diltiazem from the^^reparation for providing a 
Cmax of Diltiazem in the blood at between abom 10 hours and about 15 hours 
(Tmax) after administration of the preparation/the preparation being in a sustained- 
release dosage form in which the form of v EoLtiazem is adapted to be control released 
after administration of the preparation over a period of time and being adapted to 
release the form of Diltiazem X 

(i) into an aqueous meditim at the following rates measured using the method of 
United States Pharmac5^x)eia No. XXIII at 100 rpm in 900 ml of water: 



(a) 



'tween about 1% and about 15% after 2 hours; 
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(b) between about 7% and about 35% after 4 hours; 

(c) between about 30% and about 58% after 8 hours; 

(d) between about 55% and about 80% after 14 hours; and 

(e) and in excess of about 75% after 24 hours. 



and/ or (ii) into a buffered medium having a pH between about 5.5 and/about 6.5, 
at the following rates measured using the method of United States Pharmacopoeia 
No. XXIII at 100 rpm in 900ml of the buffered medium: 

(a) between about 1% and about 25% after about 2^hours; 

(b) between about 7% and about 45% after aboi^ft 4 hours; 

(c) between about 30% and about 68% after^out 8 hours; 

(d) in excess of about 75% after about 24 Jfours. 



2. (Amended) A controUed-release Galenical ^preparation of pharmaceutically 

acceptable form of Diltiazem including the Pharmaceutically acceptable salts 
thereof, suitable for evening dosing every 24 Kours containing from about 120 mg to 
about 540 mg of the form of Diltiazen/ with excipients to provide controlled 
(sustained) release of the form of Diltiazem from the preparation for providing a 
Cmax of Diltiazem in the blood a)/between about 10 hours and about 15 hours 
(Tmax) after administration, the/preparation being in a sustained-release dosage 
form in which the form of/ Diltiazem is adapted to be control released after 
administration of the preparation over a period of time and being adapted to release 
the form of Diltiazem 
(i) into an aqueou^ medium at the following rates measured using the method of 
United States Pharmacopoeia No. XXIII at 100 rpm in 900 nA of water: 



between about 4% and about 8% after 2 hours; 
between about 16% and about 21% after 4 hours; 
between about 44% and about 52% after 8 hours; 
between about 69% and about 76% after 14 hours; and 
and in excess of about 85% after 24 hours; 
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and/or (ii) into a buffered medium having a pH about 5.8 atjite following rates 
1^ ^ measured using the method of United States PharmacpptJ^ia^No. XXIII at 100 rpm in 

900ml of the buffered medium: 

(a) between a^f>ur5% and about 15% after 2 hours; 

(b) ^^J^etXveen about 16% and about 30% after 4 hours; 

(c) between about 44% and about 62% after 8 hours; 

(d) in excess of about 80% after 24 hours. 




4. (Twice Amended) The preparation of claim [1 o/] 2 wherein the [Diltiazem 

is in the form of Diltiazem HCl] Cmax of Diltiazem in/he blood is obtained between 
about 11 - about 13 hours after administration of the/preparation . 



5. (Twice Amended) The preparation of daim [1 or 2] 1, 2, 3 or 4 wherein the 

preparation is a diffusion controlled preparation. 



6. (Twice Amended) 



The preparation of claim [1 or 2] 1, 2, 3, or 4 wherein the 



preparation releases the form of Diltiazem at a rate of less than about 15% of the 

riri^ < 



total amount of active per hour duririg dissolution. 



7. (Twice Amended) The p^^eparation of claim [1 or 2] 1. 2. 3. or 4 wherein the 

preparation is in capsule form. 



8. (Twice Amended) 
preparation is in tablet fo: 



he preparation of claim [1 or 2] 1, 2, 3, or 4 wherein the 



9. (Thrice Amended) The preparation of claiiryfl or 2] 1, 2, 3, or 4 wherein the 

preparation comprises a plurality of micrograrmles, [wherein] each microgranule 
[comprises] comprising a central core contaimng [of] the form of diltiazem coated 
with a microporous membrane and the cerytral core comprises the form of Diltiazem 
or [a] pharmaceutically acceptable salt/thereof associated with a wetting agent[, 
wherein the central core is coated wit^a microporous membrane]. 



10. (Amended) The preparation of claim [91 /1, 2, 3 or 4 wherein the preparation 
comprises a plurality of microgranules, each lyucrogranule comprising a central core 
containing the form of Diltiazem coated with a microporous membrane and the 
central core comprises the form of Diltiazem or pharmaceutically acceptable salt 
thereof associated with a wetting agent and wherein the form of Diltiazem is mixed 
[(in whole or in part)] with the wetting agent. 



11. (Twice Amended) The preparation df claim [10] 1, 2, 3 or 4 wherein the 
preparation comprises a plurality of microp-anules. each microgranule comprising a 
central core containing the form of Diltiazem coated with a microporous membrane 
and the central core comprises the form of Diltiazem or pharmaceutically acceptable 
salt thereof associated with a wettijpig agent and wherein the form of Diltiazem is 
mixed with the wetting agent wherein the wetting agent assists to maintain the 
solubility of the form of Diltiazem in each [microgranule] bead, ensuring that the 
solubility of the form of Diltiazem is unaffected by the pH of the gastrointestinal 
tract or other adverse conditions which the composition will meet therein. 
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12. (Thrice Amended) The preparation of claim \9] 1, 2, 3 or 4 wherein the 
preparation comprises a plurality of microgranules, e4ch microgranule comprising a 
central core containing the form of Diltiazem coated with a microporous membrane 
and the central core comprises the form of Diltiafeem or pharmaceutically acceptable 
salt thereof associated with a wetting agent and wherein the membrane comprises a 
water-dispersible or water-soluble polyme/ and a water-, acid- and base-insoluble 
polymer of a neutral acrylic polymer incniding a neutral copolymer of acrylic acid 
ethyl ester and acrylic acid methyl estery which hydrates the preparation. 



13. (Twice Amended) The preparation 6f claim [9] 1, 2, 3 or 4 wherein the 
preparation comprises a plurality of microgranules. each microgranule comprising a 
central core containing the form of Diltiagem coated with a microporous membrane 
and the central core comprises the form 6f Diltiazem or pharmaceutically acceptable 
salt thereof associated with a wetting/agent wherein the preparation comprises a 
mixture of the form of Diltiazem and /or pharmaceutically acceptable salt with the 
wetting agent and the membrane comprises a water-dispersible or water-soluble 
polymer and a water-, acid- and base-insoluble polymer of a neutral acrylic polymer 
including a neutral copolymer of acrylic acid ethyl ester and acrylic acid methyl 
ester which hydrates the preparation. 



14. (Thrice Amended) The preparation of claim [9] 1, 2, 3 or 4 wherein the 
preparation comprises a plurality oymicrogranules. each microgranule comprising a 
central core containing the form oi Diltiazem coated with a microporous membrane 
and the central core comprises tKe form of Diltiazem or pharmaceutically acceptable 
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salt thereof associated with a wetting agem wherein the membrane comprises a 
neutral copolymer of acrylic acid ethy/ ester and acrylic acid methyl ester and 
hy dr oxypr opy Ime thy Icellulose . 



15. (Twice Amended) The preparation of claim [14] 1, 2, 3 or 4 wherein the 
preparation comprises a plurality of microgranules. each microgranule comprising a 
central core containing the form of Diltiazem coated with a microporous membrane 
and the central core comprises the form of Diltiazem or pharmaceutically acceptable 
salt thereof associated with a wetting agent, and wherein the membrane hydrates 
the core within [a] the membrane which when put in gastrointestinal fluid causes 
the membrane to swell while fluid penetrates and hydrates the [microgranule] bead, 
and dissolves the form of diltiazem and wetting agent and benefits from a 
concentration gradient through thfe membrane (high concentration inside and low 
concentration outside). 



16. (Twice Amended) The preparation of claim [10 or 11] 9 wherein the form of 
Diltiazem is mixed with the/wetting agent and the membrane comprises N,N,N- 
trimethyl-2-[(2-methyl-l-oxQ-2-propenyl)oxy]-chloride ethanaminium polymer with 
ethyl-2-propenoate and / methyl-2-methyl-2-propenoate, an acrylic polymer 
[Eudragit RS, Eudragit R^] and plasticizer combined to form the membrane thereby 
providing a mechanism of release from this membrane which "washes" the form of 
diltiazem through pores created when the plasticizer incorporated in the membrane, 
is released in gastrointestinal fluid. 
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17. (Twice Amended) The preparation of ^laim 1 , 2, 3, or 4 wherein the 
preparation comprises a plurality of micrdgranules comprising a central core 
containing the form of diltiazem coated ^ith a microporous membrane and the 
central core comprises the form of Diltiazem or a pharmaceutically acceptable salt 
thereof associated with a [any suitable] dissolution agent (other than a wetting 
agent) to assist in the release of the fqrm of Diltiazem from the preparation. 



18. (Thrice Amended) The preparation of claim [2] 1, 2, 3 or 4/ wherein the 
preparation comprises a plurality of rhicrogranules comprising a central core 



'^^^^^^y^ containing the form of diltiazem coated with a microporo^ membrane and the 
^ri central core comprises Diltiazem or a pharmaceutical^^ acceptable salt thereof 
associated with [any suitable] a dissolution agent (o^her than a wetting agent) to 
assist in the release of the form of Diltiazem front the preparation and wherein [the 
preparation comprises a plurality of microgranules comprising a central core 
containing the form of diltiazem coated with a microporous membrane and the 
central core comprises Diltiazenv/or a pharmaceutically acceptable salt thereof 
associated with any suitable dissolution agent (other than a wetting agent) to assist 
in the release of the Dilti^em from the preparation and wherein] the dissolution 
agent is an organic aod selected from the group consisting of adipic acid, ascorbic 
acid, citric acid/fumaric acid, malic acid, succinic acid, [and] tartaric acid and the 
like which rfermits the form of diltiazem to dissolve in gastrointestinal fluids when 
the nUerogranules pass into the higher pH regions of the gastrointestinal tract of the 
intestine at which pH diltiazem is much less soluble. 



19. (Amended) A method of treatment of a patienty hypertension and/or 
angina comprising the adnunistration of the preparation [off Diltiazem] of claim 1 to 
the patient in the evening for effective treatment of yrhe patient's hypertension 
and /or angina the next morning. 

20. (Amended) A method of treatment of a patient's hypertension and/ or 
angina comprising the administration of the preparation [of Diltiazem] of claim 2 to 
the patient in the evening for effective treatmelnt of the patient's hypertension 
and/ or angina the next morning. 

21. (Amended) A method of treatment of a patient's hypertension and /or 
angina comprising the administration of the preparation [of Diltiazem] of claim 3 to 
the patient in the evening for effective treatment of the patient's hypertension 
and /or angina the next morrung. 

22. (Amended) A method of treatment of a patient's hypertension and /or 
angina comprising the administration o^he preparation [of Diltiazem] of claim 4 to 
the patient in the evening for effective treatment of the patient's hypertension 
and/ or angina the next morning. 



23. (Amended) A method of treatment of a patient's hypertension and/ or 
angina comprising the administration of the preparation [of Diltiazem] of claim 5 to 
the patient in the evening for effective treatment of the patient's hypertension 
and /or angina the next morning./ 



24. (Amended) A method/ of treatment of a patient's hypertension and/ or 
angina comprising the administration of the preparation [of Diltiazem] of claim 6 to 
the patient in the evening for effective treatment of the patient's hypertension 
and /or angina the next morning. 
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25. (Amended) A method of treatment of a patient's hypertension and/or 
angina comprising the administration of the preparation [of >Diltiazem] of claim 7 to 
the patient in the evening for effective treatment of t^e patient's hypertension 
and /or angina the next morning. 

26. (Amended) A method of treatment of a patient's hypertension and /or 
angina comprising the administration of the preparation [of Diltiazem] of claim 8 to 
the patient in the evening for effective treatment of the patient's hypertension 
and /or angina the next morning. 

27. (Amended) A method of treatment of a patient's hypertension and /or 
angina comprising the administration of the preparation [of Diltiazem] of claim 9 to 
the patient in the evening for effective treatment of the patient's hypertension 
and/ or angina the next morning. 

28. (Amended) A method of treatment of a patient's hypertension and /or 
angina comprising the administration of the preparation [of Diltiazem] of claim 10 to 
the patient in the evening for effective treatment of the patient's hypertension 
and/ or angina the next morning. 

29. (Amended) A method of treatment of a patient's hypertension and /or 
angina comprising the administration of the preparation [of Diltiazem] of claim 11 to 
the patient in the evening for effective treatment of the patient's hypertension 
and/ or angina the next morning., 

30. (Amended) A methoa of treatment of a patient's hypertension and/or 
angina comprising the administration of the preparation [of Diltiazem] of claim 12 to 
the patient in the evening /for effective treatment of the patient's hypertension 
and/ or angina the next morning. 
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31. (Amended) A method of treatment of a patient's /lypertension and/or 
angina comprising the administration of the preparation [of Oiltiazem] of claim 13 to 
the patient in the evening for effective treatment of the patient's hypertension 
and/ or angina the next morning. 

32. (Amended) A method of treatment of a parent's hypertension and /or 
angina comprising the adnninistration of the preparation [of Diltiazem] of claim 14 to 
the patient in the evening for effective treatment/ of the patient's hypertension 
and/ or angina the next morning. 



33. (Amended) A method of treatment oil a patient's hypertension and/or 
angina comprising the administration of the preparation [of Diltiazem] of claim 15 to 
the patient in the evening for effective treatment of the patient's hypertension 
and /or angina the next morning. 

34. (Amended) A method of treatn^nt of a patient's hypertension and/or 
angina comprising the administration of me preparation [of Diltiazem] of claim 16 to 
the patient in the evening for effectij^e treatment of the patient's hypertension 
and/ or angina the next morning. 

35. (Amended) A method of treatment of a patient's hypertension and/or 
angina comprising the adnninistratipn of the preparation [of Diltiazem] of claim 17 to 
the patient in the evening for ^rfective treatment of the patient's hypertension 
and /or angina the next morning, i 



36. (Amended) A method/ of treatment of a patient's hypertension and/or 
angina comprising the administration of the preparation [of Diltiazem] of claim 18 to 
the patient in the evening /for effective treatment of the patient's hypertension 
and/ or angina the next morning. 



or 4 wherein the 



37. (Twice Amended) The preparation of claim 1 
preparation contains 120 mg of Diltiazem. 



38. (Twice Amended) The preparation of claim 2, 3 . or 4 wherein the 
preparation contains 180 mg of Diltiazem. 

39. (Twice Amended) The preparation of c/aim 1, 2, 3 , or 4 wherein the 
preparation contains 240 mg of Diltiazem. 



40. (Twice Amended) The preparatioiy of claim 1, 2, 3 , or 4 wherein the 
preparation contains 300 mg of Diltiazemj 

41. (Twice Amended) The preparation of claim 1, 2, 3 , or 4 wherein the 
preparation contains 360 mg of Diltiazem. 

42. (Twice Amended) The / preparation of claim 1, 2, 3 , or 4 wherein the 
preparation contains 420 mg ^f Diltiazem. ^^^^^^^^^^^ 



43. (Amended) A method of treatm^f of a patient's hypertension and /or 
angina comprising the administration of the preparation [of Diltiazem] of claim 37, 
38, 39, 40, 41 or 42 to the patient in /the evening for effective treatment of the 
patient^s hypertension and /or angina /the next morning. 




44. (Amended) A controUed-release Galepcical preparation of pharmaceutically 
acceptable form of Diltiazem includmg the pharmaceutically acceptable salts 
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thereof, suitable for evening dosing every 24 hours containing froni about 120 mg to 
about 540 mg of the form of Diltiazem with excipients to provide con^Ued 
(sustained) release of the form of Diltiazem from the preparation for providing a 
Cmax of Diltiazem in the blood at between about 10 hours and abom 15 hours 
(Tmax) after administration of the preparation, the preparation being in a sustained- 
release dosage form in which the form of Diltiazem is adapted to bexontrol released 
after administration of the preparation over a period of time ana being adapted to 
release the Diltiazem / 

(i) into an aqueous medium at the following rates mea^red using the method of 
United States Pharmacopoeia No. XXIII at 100 rpm in 900 ml of water: 

(a) between about 1% and about 15% affer 2 hours; 

(b) between about 7% and about 35%jafter 4 hours; 

(c) between about 30% and about/58% after 8 hours; 

(d) between about 55% and abcoit 80% after 14 hours; and 

(e) and in excess of about 75% after 24 hours. 

and/or (ii) into a buffered medium having a pH between about 5.5 and about 6.5, 
at the following rates measur^ using the method of Uruted States Pharmacopoeia 
No. XXIII at 100 rpm in 900yu of the buffered medium: 

(a) betw^n about 1% and about 25% after about 2 hours; 

(b) between about 7% and about 45% after about 4 hours; 

(c) between about 30% and about 68% after about 8 hours; 

(d) in excess of about 75% after about 24 hours wherein the preparation 
comprises a plurality of microgranules, wherein each microgranule comprises a 
central core of^the form of diltiazem or a pharmaceutically acceptable salt thereof, 
associated with a wetting agent, wherein the central core is coated with a 
microporous membrane and wherein the wetting agent is selected from the group 
consisting of: 



sugars; 
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saccharose, mannitol, sorbitol; 
lecithins; 

Ci2 to C20 fatty acid esters of s^carose, 
xylose esters or xylites; 
polyoxyethylenic glycerric 
esters of fatty acids and poly oxy ethylene; 
sorbitan fatty acid esters; 

polyglycides-glycerides and polyglycides-alcohols esters and 




Metal salts. 




46. (Amended) A method of treatment of a p^tient^s hypertension and/ or 
angina comprising the administration of the preparation [of Diltiazem] of claim 44 to 
the patient in the evening for effective treatment of the patient's hypertension 
and/ or angina the next morning. 



47, (Amended) A method of treatment/ of a patient's hypertension and/ or 
angina comprising the administration of the^preparation [of Diltiazem] of claim 3 to 
the patient in the evening for effective /treatment of the patient's hypertension 
and /or angina the next morning wherein each microgranule comprises a central 
core of the form of diltiazem or ^ pharmaceutically acceptable salt thereof, 
associated with a wetting agent, /v^herein the central core is coated with a 
microporous membrane and wherein the wetting agent is in association with the 
diltiazem in the microgranule ana not mixed there\yith, the membrane comprises a 
water-soluble or water dispersible polymer or copolymer and a water-, acid- and 
base-insoluble polymer which/is a neutral copolymer of acrylic acid ethyl ester and 
acrylic acid methyl ester exmbling the bead to be hydrated by the introduction of 
intestinal fluids into the core hydrating the core and therefore mixing the diltiazem 
and the wetting agent. 



48. (Amended) A controUed-release Galenical preparation of pharmaceutically 
acceptable form of Diltiazem including the pharmaceutically acceptable salts 
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thereof, suitable for evening dosing every 24 hours containing from about^l^O mg to 
about 540 mg of the form of Diltiazem with excipients to pro vid^con trolled 
(sustained) release of the form of Diltiazem from the preparation for A)roviding a 
Cmax of Diltiazem in the blood at between about 10 hours and about 15 hours 
(Tmax) after administration of the preparation, the preparation being in a sustained- 
release dosage form in which the Diltiazem is adapted to be cormrol released after 
administration of the preparation over a period of time and bei^^g adapted to release 
the Diltiazem 

(i) into an aqueous medium at the following rates measured using the method of 
United States Pharmacopoeia No. XXIII at 100 rpm in 900 ml of water: 

(a) between about 1% and about 15% after 2^ours; 

(b) between about 7% and about 35% afte^ hours; 

(c) between about 30% and about 58% after 8 hours; 

(d) between about 55% and about 80°//after 14 hours; and 

(e) and in excess of about 75% after ^4 hours. 



and/or (ii) into a buffered medium having a pH between about 5.5 and about 6.5, 
at the following rates measured using the method of United States Pharmacopoeia 
No. XXIII at 100 rpm in 900ml of the buffered medium: 

(a) between about /% and about 25% after about 2 hours; 

(b) between abom 7% and about 45% after about 4 hours; 

(c) between about 30% and about 68% after about 8 hours; 

(d) in excess of about 75% after about 24 hours, wherein the 
preparation comprises a plurality of microgranules, wherein each nucrogranule 
comprises a central core^^ of the form of diltiazem or a pharmaceutically acceptable 
salt thereof, associated^ with a wetting agent, wherein the central core is coated with 
a microporous mernprane in which the core and membrane comprise: 



(a) Diltiazem hydrochloride 



% W/W 
69-73 
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(b) 


Microcrystalline cellulose 


8-9.5 


(c) 


Povidone K30 


1-2 


(d) 


Sucrose stearate 




(e) 


Magnesium stearate NF 


^0.5 - 2.5 


(f) 


Talc USP ^^^^^ 


0.5 - 5.0 


(g) 


Titanium dioxide (USP) 


0.15 - 0.3 


(h) 


Hydroxypropylmeihylcellulose 2910 


0.3 - 0.6 


(i) 


PolysorbaJe-StJ^tween) 


0.01 - 0.025 


(j) 


Snpeficone C emulsion USP (dry of 30%) 


0.01 - 0.015 




neutral copolymer of acrylic acid ethyl ester and acrylic 




(dry of 30%) 


7-11 



Purified water USP 



0 (used for mixing). 



49. (Amended) A method of treatment>^f a patient's hypertension and /or 
angina comprising the administration of^^tiie preparation [of Diltiazem] of claim 48 
to the patient in the evening for effective treatment of the patient's hypertension 
and/ or angina the next morning 

50. (Amended) A controUed-release Galenical prepara^on of pharmaceutical^ 
acceptable form of Diltiazem including the pharmaceutically acceptable salts 
thereof, suitable for everung dosing every 24 hour^ontaiiung from about 120 mg to 
about 540 mg of the form of Diltiazem wim excipients to provide controlled 
(sustained) release of the form of Diltia^;^m from the preparation for providing a 
Cmax of Diltiazem in the blood atxl5etween about 10 hours and about 15 hours 
(Tmax) after administration of the preparation, the preparation being in a sustained- 
release dosage form in whi^m the Diltiazem is adapted to be control released after 
administration of the preparation over a period of time and being adapted to release 
the Diltiazem X 

(i) into an a<^eous medium at the following rates measured using the method of 
United Stat^ Pharmacopoeia No. XXIII at 100 rpm in 900 ml of water: 
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(a) 
(b) 
(c) 
(d) 
(e) 



between about 1% and about 15% after 2 hours; 
between about 7% and about 35% after 4 hours; 
between about 30% and about 58% after 8 hours; 





between about 55% and about 80% after 14 hours; and 



and in excess of about 75% after 24 hours. 



and/ or (ii) into a buffered medium having a pH between ahoxu 5.5 and about 6.5, 
at the following rates measured using the method of United States Pharmacopoeia 
No. XXIII at 100 rpm in 900ml of the buffered medium: / 



preparation comprises a plurality of microgranules, wherein each microgranule 
comprises a central core of the form of diltiazem or a pharmaceutically acceptable 
salt thereof, associated with a wetting agent, wherein the central core is coated with 
a microporous membrane in which the core and membrane comprise: 

(i) in the core, / 



(a) 
(b) 
(c) 
(d) 



between about 1% and about 25% afte/ about 2 hours; 
between about 7% and about 45% after about 4 hours; 



between about 30% and about 68% after about 8 hours; 



in excess of about 75% after about 24 hours, wherein the 



(a) between about 50% and about 85% (% w/w of the total 
preparation) or Diltiazem or pharmaceutically acceptable salt thereof; 
and / 



(b) between about 2% and about 25% wetting agent (% w/w of the 
total preparation); 



together with suitable adjuvants; and 



(ii) / in the membrane. 
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(c) between about 0.1% and about 2% of the^otal preparation of 
water-soluble and /or water-dispersible^ol^mner; and 



(d) between about 5%-^d about 20% (% w/w of the preparation) 
of a neutral cpp6lymer of acrylic acid ethyl ester and acrylic acid 
methY^egter, together with suitable adjuvants. 



51. (Amended) A method of treatment^f^ a patient's hypertension and /or 
angina comprising the administration of^e preparation [of Diltiazem] of claim 50 
to the patient in the evening for e^fdctive treatment of the patient's hypertension 
and /or angina the next mornim 



52. (Amended) A controUed-release Galenical prepm^ation of pharmaceutically 
acceptable form of Diltiazem including the pharmaceutically acceptable salts 
thereof, suitable for evening dosing every 24 hours/containing from about 120 mg to 
about 540 mg of the form of Diltiazem wit)i excipients to provide controlled 
(sustained) release of the form of Diltiazem/^om the preparation for providing a 
Cmax of Diltiazem in the blood at between about 10 hours and about 15 hours 
(Tmax) after admirustration of the preparation, the preparation being in a sustained- 
release dosage form in which the Diltiazem is adapted to be control released after 
administration of the preparation over a period of time and being adapted to release 
the Diltiazem 

(i) into an aqueous mediufn at the following rates measured using the method of 
United States Pharmacopo^a No. XXIII at 100 rpm in 900 ml of water: 



(a) between/about 1% and about 15% after 2 hours; 

(b) between about 7% and about 35% after 4 hours; 

(c) bety^een about 30% and about 58% after 8 hours; 

(d) beftween about 55% and about 80% after 14 hours; and 

(e) /and in excess of about 75% after 24 hours. 
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and/or (ii) into a buffered medium having a pH between about 5.5 ^nd about 6.5, 
at the following rates measured using the method of United States^harmacopoeia 
No. XXIII at 100 rpm in 900ml of the buffered medium: 

(a) between about 1% and about 25% after about/^ hours; 

(b) between about 7% and about 45% after about 4 hours; 

(c) between about 30% and about 68% after about 8 hours; 

(d) in excess of about 75% after about /24 hours, wherein the 
preparation comprises a plurality of microgranules, wherein each microgranule 
comprises a central core of the form of diltiazem or a pharmaceutically acceptable 
salt thereof, associated with a wetting agent, wherein/the central core is coated with 
a microporous membrane in which the core and membrane comprise: 

(i) in the core, 

(a) between about 69% avid about 73% (% w/w of the total 
preparation) of Diltiazem orypharmaceutically acceptable salt thereof; 
and 

(b) between about and about 8% wetting agent (% w/w of the 
total preparation); 

together with suitable adjuvants; and 

(ii) in the membrane, 

(c) between about 0.3% and about 0.6% of the total preparation of 
water4oluble and /or water-dispersible polymer; and 

(d) between about 7% and about 11% (% w/w of the preparation) 
/of a neutral copolymer of acrylic acid ethyl ester and acrylic acid 
methyl ester, together with suitable adjuvants. 
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^ 53. (Amended) A method of treatment of a/patient's 
angina comprising the administration of the p^^aration [of 
to the patient in the evening for effectiv^/^eatment of the 
and /or angina the next morning. 




hypertension and /or 
Diltiazem] of claim 52 
patient's hypertension 




55. (Amended) A method of treatment of a vja^ent's 
angina comprising the administration of the pr^y^ration [of 
to the patient in the evening for effective Jb^atment of the 
and/ or angina the next morning. 



hypertension and /or 
Diltiazem] of claim 54 
patient's hypertension 




56. (Amended) A controUed-release Galenical preparation of pharmaceutically 
acceptable form of Diltiazem including the pharmaceutically acceptable s^s 
thereof, suitable for evening dosing every 24 hours containing from aboxit^lSO mg to 
about 540 mg of the form of Diltiazem with excipients toj^rt5vide controlled 
(sustained) release of the form of Diltiazem from th^^^feparation for providing a 
Cmax of Diltiazem in the blood at betwe^PK^out 10 hours and about 15 hours 
(Tmax) after administration of the pj?e^ration, the preparation being in a sustained- 
release dosage form in whidpt^e Diltiazem is adapted to be control released after 
administration of the^pfeparation over a period of time w^herein the preparation 
comprises a plurality of microgranules, each microgranule comprising a central core 
containingxthe form of diltiazem coated v^ith a microporous membrane and the 
centra^ core comprises Diltiazem or pharmaceutically acceptable salt thereof 
:iated with a wetting agent in which the core and membrane comprise: 



(i) 



in the core. 



(a) between about 50% and about 85% (% w/w of the total 
preparation) of Diltiazem or pharmaceutically acceptable salt thereof; 
and 
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(b) between about 2% and about 25% wetting agent (% w/w ofAhe 
total preparation); 






e 




together with suitable adjuvants; and 
(ii) in the membrane, 

(c) betweep^-^out 0.1% and about 2% of the total preparation of 
water-soluble and/or water-dispersible polymer; and 

(d) between about 5% and about 20% (% w/w of the preparation) 
of a neutral copolymer of acrylic acid ethyl ester and acrylic acid 
methyl ester, together with suitable adjuvants. 



60. (Amended) A controUed-release Galenical preparation of pharmacep-ttmlly 
acceptable form of Diltiazem including the pharmaceutical^ ac<;^table salts 
thereof, suitable for evening dosing every 24 hours containing frouf about 120 mg to 
about 540 mg of the form of Diltiazem with excipient^^o provide controlled 
(sustained) release of the form of Diltiazem from thp^reparation for providing a 
Cmax of Diltiazem in the blood at between absut 10 hours and about 15 hours 
(Tmax) after administration of the preparatknC the preparation being in a sustained- 
release dosage form in which the Diltm^m is adapted to be control released after 
administration of the preparatiori^/cwer a period of time wherein the preparation 
comprises a plurality of microgfanules, each microgranule comprising a central core 
containing the form of diinazem coated with a microporous membrane and the 
central core comprises Diltiazem or pharmaceutically acceptable salt thereof 
associated with ^^wetting agent in which the core and membrane comprise: 



in the core. 
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(a) between about 50% and about 85% (% w/w of the total 
preparation) of Diltiazem or pharmaceutically acceptable salt thereof; 
and 



(b) between about 2% and about 25% wetting agent (°/^^/w of the 
total preparation); 

together with suitable adjuvants; and 

(ii) in the membrane. 



(c) between about 0.1% and abodt 2% of the total preparation of 
water-soluble and /or water-disp^sible polymer; and 

(d) between about 5% and ahdut 20% (% w/w of the preparation) of a 
neutral copolymer of acrylic acid ethja ester and acrylic acid methyl ester, together 
with suitable adjuvants wherein the core and membrane comprise: 







% W/W 


(a) 


Diltiazem hydrochjoride 


69-73 


(b) 


Microcrystalline/cellulose (Avicel phlOl) 


8-9.5 


(c) 


Povidone K3o/ 


1-2 


(d) 


Sucrose ste^ate (crodesta F150) 


7-8 


(e) 


Magnesium stearate NF 


0.5 - 2.5 


(f) 


TalcUSP 


0.5 - 5.0 


(g) 


Titaftium dioxide (USE) 


0.15 - 0.3 


(h) 


Hydroxypropylmethylcellulose 2910 


0.3-0.6 


(i) 


/Polysorbate 80 (tween) 


0.01 - 0.025 


(j) / 


Simeticone C emulsion USP (dry of 30%) 


0.01 - 0.015 




a neutral copolymer of acrylic acid ethyl ester and acrylic a 




(dry of 30%) 


7-11 



3)^ 



HA 
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Purified water USP 



0 (used for mixing). 



62, (Amerided) A method of treatment or a patient's hypertension and/or 



"■^^X * angina comprising the administration of tt>e preparation [of Diltiazem] of claim 56 
to the patient in the evening for effedive treatment of the patient's hypertension 



and /or angina the next morning 





Please add the following new claims. No new subject matter has been added. 



63. The preparation of claim 1, 2, 3 or 4 in capsule formyC\rherein the preparation 
is a diffusion controlled preparation and wherein each jriicrogranule comprising a 
central core containing the form of diltiazem coated with a microporous membrane 
and the central core comprises a form of Diltiazern/or pharmaceutically acceptable 
salt thereof associated with a wetting agent. 



64. The preparation of claim 1, 2. 3 or 4 in/capsule form, wherein the preparation 
releases the Diltiazem at a rate of less thai/ about 15% of the total amotmt of active 
per hour during dissolution, and wher^n the preparation is a diffusion controlled 
preparation and wherein each microgranule comprising a central core containing 
the form of diltiazem coated with a microporous membrane and the central core 
comprises Diltiazem or pharmacedtically acceptable salt thereof associated with a 
wetting agent. 



65. The preparation of claim 1, 2. 3 or 4 in tablet form wherein the preparation is 
a diffusion controlled preparation and wherein each microgranule comprising a 




central core containing the form of Diltiazem coated with a mjcroporous membrane 
and the central core comprises a form of Diltiazem or pharinaceutically acceptable 
salt thereof associated with a wetting agent. / 

66. The preparation of claim 1, 2, 3 or 4 in tablet fiprm wherein the preparation 
releases the Diltiazem at a rate of less than about 15^o of the total amount of active 
per hour during dissolution, and wherein the preparation is a diffusion controlled 
preparation and wherein each microgranule comprising a central core containing 
the form of Diltiazem coated with a micropoyous membrane and the central core 
comprises a form of Diltiazem or pharmaceuucally acceptable salt thereof associated 
with a wetting agent. / 

67. The preparation of claim 1, 2, 3 or 4 in capsule form wherein the preparation 
is a diffusion controlled preparation and wherein each microgranule comprising a 
central core containing the form of Diltiazem coated with a microporous membrane 
and the central core comprises a form of Diltiazem or pharmaceutically acceptable 
salt thereof associated with a wetting agent, wherein the Diltiazem is mixed (in 
whole or in part) with the wettimg agent. 

68. The preparation of claim 1, 2, 3 or 4 in capsule form, wherein the preparation 
releases the Diltiazem at a/rate of less than about 15% of the total amount of active 
per hour during dissolution, and wherein the preparation is a diffusion controlled 
preparation and wherein each microgranule comprising a central core containing 
the form of diltiazem coated with a microporous membrane and the central core 
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comprises Diltiazem or pharmaceutically acceptable salt thereo/ associated with a 
wetting agent and wherein the Diltiazem is mixed (in whole^ or in part) with the 
wetting agent. 




69. The preparation of claim 1, 2. 3 or 4 in tablet forin/wherein the preparation is 
'a diffusion controlled preparation and wherein each/ microgranule comprising a 
central core containing the form of diltiazem coated with a microporous membrane 
and the central core comprises Diltiazem or pharmaceutically acceptable salt thereof 
associated with a wetting agent wherein the Diltip:em is mixed (in whole or in part) 
with the wetting agent. 



70. The preparation of claim 1. 2, 3 or 4 ii\ tablet form wherein the preparation 
releases the Diltiazem at a rate of less than/about 15% of the total amoxmt of active 
per hour during dissolution, and whereim the preparation is a diffusion controlled 
preparation and wherein each nrdcrogranule comprising a central core containing 
the form of diltiazem coated with a microporous membrane and the central core 
comprises Diltiazem or pharmaceutically acceptable salt thereof associated with a 
wetting agent and wherein the Diftiazem is mixed (in whole or in part) with the 
wetting agent. 



71. The preparation of claim 1. 2, 3 or 4 in capsule form wherein the preparation 
is a diffusion controlled preparation and wherein each microgranule comprising a 
central core containing the/form of diltiazem coated with a microporous membrane 
and the central core comprises Diltiazem or pharmaceutically acceptable salt thereof 



-26 

associated with a wetting agent, wherein the Diltiazem is mixed Ain whole or in 
part) with the wetting agent wherein the wetting agent assists to maintain the 
solubility of the Diltiazem in each bead, ensuring that the solubility of the Diltiazem 
is unaffected by the pH of the gastrointestinal tract or other adverse conditions 
which the composition will meet therein. 

72. The preparation of claim 1, 2, 3 or 4 in capsule fopm, wherein the preparation 
releases the Diltiazem at a rate of less than about 15%/of the total amount of active 
per hour during dissolution, and wherein the preparation is a diffusion controlled 
preparation and wherein each microgranule comprising a central core containing 
the form of diltiazem coated with a microporous membrane and the central core 
comprises Diltiazem or pharmaceutically acceptable salt thereof associated with a 
wetting agent and wherein the Diltiazem is /mixed (in whole or in part) with the 
wetting agent wherein the wetting agent assists to maintain the solubility of the 
Diltiazem in each bead, ensuring that the solubility of the Diltiazem is unaffected by 
the pH of the gastrointestinal tract /or other adverse conditions which the 
composition will meet therein. 

73. The preparation of claim 1, 2, 3 or 4 in tablet form wherein the preparation is 
a diffusion controlled preparation and wherein each microgranule comprising a 
central core containing the form of diltiazem coated with a microporous membrane 
and the central core comprises Diltiazem or pharmaceutically acceptable salt thereof 
associated with a wetting agent wherein the Diltiazem is mixed (in whole or in part) 
with the wetting agent wherein the wetting agent assists to maintain the solubility of 
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the Diltiazem in each bead, ensuring that the solubility of the Diltmzem is unaffected 
by the pH of the gastrointestinal tract or other adverse c/nditions which the 
composition will meet therein. 

74. The preparation of claim 1, 2, 3 or 4 in tablet for A wherein the preparation 
releases the Diltiazem at a rate of less than about 15% ^f the total amount of active 
per hour during dissolution, and wherein the preparation is a diffusion controlled 
preparation and wherein each microgranule comprising a central core containing 
the form of diltiazem coated with a microporoyis membrane and the central core 
comprises Diltiazem or pharmaceutically acceptable salt thereof associated with a 
wetting agent and wherein the Diltiazem iy mixed (in whole or in part) with the 
wetting agent wherein the wetting agent/assists to maintain the solubility of the 
Diltiazem in each bead, ensuring that the/solubility of the Diltiazem is unaffected by 
the pH of the gastrointestinal tract/ or other adverse conditions which the 
composition will meet therein. 



75. The preparation of claim \Jl, 3 or 4 in capsule form wherein the preparation 
is a diffusion controlled preparation and wherein each microgranule comprising a 
central core containing the forjn of diltiazem coated with a microporous membrane 
and the central core comprises Diltiazem or pharmaceutically acceptable salt thereof 
associated with a wetting/agent, wherein the Diltiazem is mixed (in whole or in 
part) with the wetting agent wherein the wetting agent assists to maintain the 
solubility of the Diltiazem in each bead, ensuring that the solubility of the Diltiazem 
is unaffected by the/pH of the gastrointestinal tract or other adverse conditions 
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which the composition will meet therein wherein the membrane comprises a water- 
dispersible or water-soluble polymer and a water-, acid- andi^ase-insoluble polymer 
of a neutral acrylic polymer including a neutral copolymer^f acrylic acid ethyl ester 
and acrylic acid methyl ester which hydrates the preparation. 

76. The preparation of claim 1. 2, 3 or 4 in capsuleyrorm. wherein the preparation 
releases the Diltiazem at a rate of less than about 15% of the total amount of active 
per hour during dissolution, and wherein the prA>aration is a diffusion controlled 
preparation and wherein each microgranule comprising a central core containing 
the form of diltiazem coated with a microporous membrane and the central core 
comprises Diltiazem or pharmaceutically acceptable salt thereof associated with a 
wetting agent and wherein the Diltiazeny is mixed (in whole or in part) with the 
wetting agent wherein the wetting agent assists to maintain the solubility of the 
Diltiazem in each bead, ensuring that the solubility of the Diltiazem is unaffected by 
the pH of the gastrointestinal tract or other adverse conditions which the 
composition will meet therein anxi wherein the membrane comprises a water- 
dispersible or water-soluble polymer and a water-, acid- and base-insoluble polymer 
of a neutral acrylic polymer incLuding a neutral copolymer of acrylic acid ethyl ester 
and acrylic acid methyl ester which hydrates the preparation. 



77. The preparation of caaim 1. 2. 3 or 4 in tablet form wherein the preparation is 
a diffusion controlled preparation and wherein each microgranule comprising a 
central core containing Ahe form of diltiazem coated with a microporous membrane 
and the central core comprises Diltiazem or pharmaceutically acceptable salt thereof 
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associated with a wetting agent wherein the Diltiazem is mixed /in whole or in part) 
with the wetting agent wherein the wetting agent assists to mafintain the solubility of 
the Diltiazem in each bead, ensuring that the solubility of thi Diltiazem is unaffected 
by the pH of the gastrointestinal tract or other adve/se conditions which the 
\y y composition will meet therein and wherein the meiyibrane comprises a water- 
dispersible or water-soluble polymer and a water-, acig- and base-insoluble polymer 
of a neutral acrylic polymer including a neutral copolymer of acrylic acid ethyl ester 
and acrylic acid methyl ester which hydrates the preparation. 

78. The preparation of claim 1, 2, 3 or 4 in fablet form wherein the preparation 
releases the Diltiazem at a rate of less than aljout 15% of the total amoimt of active 
per hour during dissolution, and wherein the preparation is a diffusion controlled 
preparation and wherein each microgranme comprising a central core containing 
the form of diltiazem coated with a microporous membrane and the central core 
comprises Diltiazem or pharmaceutica/ly acceptable salt thereof associated with a 
wetting agent and wherein the Diltiazem is mixed (in whole or in part) with the 
wetting agent wherein the wetting /agent assists to maintain the solubility of the 
Diltiazem in each bead, ensuring tl/at the solubility of the Diltiazem is unaffected by 
the pH of the gastrointestinal/ tract or other adverse conditions which the 
composition will meet thereiiy and wherein the membrane comprises a water- 
dispersible or water-soluble polymer and a water-, acid- and base-insoluble polymer 
of a neutral acrylic polymer mcluding a neutral copolymer of acrylic acid ethyl ester 
and acrylic acid methyl esten: which hydrates the preparation. 
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79. The preparation of claim 1, 2. 3 or 4 in capsule form wh^ein the preparation 
is a diffusion controlled preparation and wherein each microgranule comprising a 
central core containing the form of diltiazem coated with a/microporous membrane 
and the central core comprises Diltiazem or pharmaceutically acceptable salt thereof 
associated with a wetting agent, wherein the Diltiaze^ is mixed (in whole or in 
part) with the wetting agent wherein the wetting /agent assists to maintain the 
solubility of the Diltiazem in each bead, ensuring tmt the solubility of the Diltiazem 
is unaffected by the pH of the gastrointestinal tract or other adverse conditions 
which the composition will meet therein wherein the membrane comprises a water- 
dispersible or water-soluble polymer and a wat^r-, acid- and base-insoluble polymer 
of a neutral acrylic polymer including a neutral copolymer of acrylic acid ethyl ester 
and acrylic acid methyl ester which hydrates the preparation wherein the 
membrane further comprises hydroxypropylmethylcellulose. 



80> The preparation of claim 1, 2, 3 or 4 in capsule form, wherein the preparation 
releases the Diltiazem at a rate of les/than about 15% of the total amount of active 

7 

per hour during dissolution, and Wherein the preparation is a diffusion controlled 
preparation and wherein each mi/rogranule comprising a central core containing 



the form of diltiazem coated wj/th a microporous membrane and the central core 
comprises Diltiazem or pharrnaceutically acceptable salt thereof associated with a 
wetting agent and wherein the Diltiazem is mixed (in whole or in part) with the 
wetting agent wherein the wetting agent assists to maintain the solubility of the 
Diltiazem in each bead, ensuring that the solubility of the Diltiazem is tmaffected by 
the pH of the gastrointestinal tract or other adverse conditions which the 
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composition will meet therein and wherein the membrane coisfiprises a water- 
dispersible or water-soluble polymer and a water-, acid- and basa-insoluble polymer 
of a neutral acrylic polymer including a neutral copolymer of acrylic acid ethyl ester 
and acrylic acid methyl ester which hydrates the pr^aration wherein the 
membrane further comprises hydroxypropylmethylcellulos 

81. The preparation of claim 1. 2, 3 or 4 in tablet forjn wherein the preparation is 
a diffusion controlled preparation and wherein eajt^h microgranule comprising a 
central core containing the form of diltiazem coated with a microporous membrane 
and the central core comprises Diltiazem or pharmaceutically acceptable salt thereof 
associated with a wetting agent wherein the DiKtiazem is mixed (in whole or in part) 
with the wetting agent wherein the wetting ^gent assists to maintain the solubility 
of the Diltiazem in each bead, ensuring Ahat the solubility of the Diltiazem is 
unaffected by the pH of the gastrointestinal tract or other adverse conditions which 
the composition will meet therein and wherein the membrane comprises a water- 
dispersible or water-soluble polymer and a water-, acid- and base-insoluble polymer 
of a neutral acrylic polymer including a neutral copolymer of acrylic acid ethyl ester 
and acrylic acid methyl ester v/hich hydrates the preparation wherein the 
membrane further comprises hydroxypropylmethylcellulose. 



82. The preparation of claim 1. 2, 3 or 4 in tablet form wherein the preparation a 
diffusion controlled preparation and wherein each microgranule comprising a 
central core containing the form of diltiazem coated with a microporous membrane 
and the central core comprises Diltiazem or pharmaceutically acceptable salt thereof 
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associated with a wetting agent wherein the Diltiazem is mixed (irj/whole or in part) 
with the wetting agent wherein the wetting agent assists to ma/ntain the solubility 
of the Diltiazem in each bead, ensuring that the solubility of the Diltiazem is 
unaffected by the pH of the gastrointestinal tract or other adverse conditions which 
the composition will meet therein and wherein the memlprane comprises a water- 
dispersible or water-soluble polymer and a water-, acid- and base-insoluble polymer 
of a neutral acrylic polymer including a neutral copolymer of acrylic acid ethyl ester 
and acrylic acid methyl ester which hydrates the preparation wherein the 
membrane further comprises hydroxypropylmethylcellulose. 

83. The preparation of claim 1, 2, 3 or 4 in c^sule form wherein the preparation 
is a diffusion controlled preparation and wherein each microgranule comprising a 
central core contairung the form of diltiazem coated with a microporous membrane 
and the central core comprises Diltiazem ok pharmaceutically acceptable salt thereof 
associated with a wetting agent, wherein/the Diltiazem is mixed (in whole or in part) 
with the wetting agent wherein the wetting agent assists to maintain the solubility of 
the Diltiazem in each bead, ensuring that the solubility of the Diltiazem is unaffected 
by the pH of the gastrointestinal/ tract or other adverse conditions which the 
composition will meet therein wherein the membrane comprises a water-dispersible 
or water-soluble polymer and /a water-, acid- and base-insoluble polymer of a 
neutral acrylic polymer including a neutral copolymer of acrylic acid ethyl ester and 
acrylic acid methyl ester which hydrates the preparation wherein the membrane 
further comprises hydroxypropylmethylcellulose and wherein the membrane 
hydrates the core withiri/ the membrane which when put in gastrointestinal fluid 
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causes the membrane to swell while fluid penetrates and hydrates the bead, and 
dissolves the diltiazem and wetting agent and benefits from a concentration 
gradient through the membrane (high concentration inside and low concentration 
outside). 

84. The preparation of claim 1. 2, 3 or 4 in capsule fort^, wherein the preparation 
releases the Diltiazem at a rate of less than about 15% pf the total amount of active 
per hour during dissolution, and wherein the prepamtion is a diffusion controlled 
preparation and wherein each microgranule comprising a central core containing 
the form of diltiazem coated with a microporous/ membrane and the central core 
comprises Diltiazem or pharmaceutically acceptable salt thereof associated with a 
wetting agent and wherein the Diltiazem is m/ced (in whole or in part) with the 
wetting agent wherein the wetting agent assists to maintain the solubility of the 
Diltiazem in each bead, ensuring that the solvability of the Diltiazem is unaffected by 
the pH of the gastrointestinal tract or/ other adverse conditions which the 
composition will meet therein and wherein the membrane comprises a water- 
dispersible or water-soluble polymer ang a water-, acid- and base-insoluble polymer 
of a neutral acrylic polymer including a/neutral copolymer of acrylic acid ethyl ester 
and acrylic acid methyl ester which hydrates the preparation wherein the membrane 
further comprises hydroxypropyliyiethylcellulose and wherein the membrane 
hydrates the core within the membrane which when put in gastrointestinal fluid 
causes the membrane to swell while fluid penetrates and hydrates the bead, and 
dissolves the diltiazem and wetting agent and benefits from a concentration 
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gradient through the membrane (high concentration inside and concentration 
outside). 

85. The preparation of claim 1, 2, 3 or 4 in tablet form whecein the preparation is 
a diffusion controlled preparation and wherein each microgranule comprising a 
central core containing the form of diltiazem coated with dj microporous membrane 
and the central core comprises Diltiazem or pharmaceutically acceptable salt thereof 
associated with a wetting agent wherein the Diltiazem \b mixed (in whole or in part) 
with the wetting agent wherein the wetting agent assists to maintain the solubility of 
the Diltiazem in each bead, ensuring that the solubility of the Diltiazem is imaffected 
by the pH of the gastrointestinal tract or other adverse conditions which the 
composition will meet therein and wherein the membrane comprises a water- 
dispersible or water-soluble polymer and a wat^-, acid- and base-insoluble polymer 
of a neutral acrylic polymer including a neutral copolymer of acrylic acid ethyl ester 



and acrylic acid methyl ester which hydrates/the preparation wherein the membrane 

/ 

further comprises hydroxypropylmethylcellulose and wherein the membrane 



hydrates the core within the membrane /which when put in gastrointestinal fluid 
causes the membrane to swell while fluid penetrates and hydrates the bead, and 
dissolves the diltiazem and wetting^ agent and benefits from a concentration 



gradient through the membrane (high concentration inside and low concentration 
outside). 

86. The preparation of clairn^ 1, 2, 3 or 4 in tablet form wherein the preparation 
releases the Diltiazem at a rate of less than about 15% of the total amount of active 
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per hour during dissolution, and wherein the preparation is a diffusion controlled 
preparation and wherein each roicrogranule comprising a central core containing 
the form of diltiazem coated with a microporous membrane and the central core 
comprises Diltiazem or pharmaceutically acceptable salt thereof associated with a 
wetting agent and wherein the Diltiazem is mixed (in whole or in part) with the 
wetting agent wherein the wetting agent assists to maj/tain the solubility of the 
Diltiazem in each bead, ensuring that the solubility of tJe Diltiazem is unaffected by 
the pH of the gastrointestinal tract or other ad/erse conditions which the 
composition will meet therein and wherein the rnembrane comprises a water- 
dispersible or water-soluble polymer and a water-,^acid- and base-insoluble polymer 
of a neutral acrylic polymer including a neutral copolymer of acrylic acid ethyl ester 
and acrylic acid methyl ester which hydrates the^preparation wherein the membrane 
further comprises hydroxypropylmethylcelli^ose and wherein the membrane 
hydrates the core within the membrane which when put in gastrointestinal fluid 



causes the membrane to swell while fluid/ penetrates and hydrates the bead, and 
dissolves the diltiazem and wetting aQent and benefits from a concentration 
gradient through the membrane (high concentration inside and low concentration 
outside). 



87. The preparation of claim 1, 2 y3 or 4 in capsule form wherein the preparation 
is a diffusion controlled preparation and wherein each roicrogranule comprising a 
central core containing the form of diltiazem coated with a microporous membrane 
and the central core comprises Diltiazem or pharmaceutically acceptable salt thereof 
associated with a wetting agent, wherein the Diltiazem is mixed (in whole or in 
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part) with the wetting agent wherein the wetting agent assis/s to maintain the 
solubility of the Diltiazem in each bead, ensuring that the solubility of the Diltiazem 
is unaffected by the pH of the gastrointestinal tract or otner adverse conditions 
which the composition will meet therein wherein the membrane comprises a water- 
dispersible or water-soluble polymer and a water-, acid- and base-insoluble polymer 
of a neutral acrylic polymer including a neutral copolymer of acrylic acid ethyl ester 
and acrylic acid methyl ester which hydrates the preparation wherein the 
membrane further comprises hydroxypropylmethylcellulose and wherein the 
membrane hydrates the core within the membrane which when put in 
gastrointestinal fluid causes the membrane to swell while fluid penetrates and 
hydrates the bead, and dissolves the diltiazem ana wetting agent and benefits from 
a concentration gradient through the membrane/ (high concentration inside and low 
concentration outside) wherein the preparatioiy contains 120 mg of Diltiazem. 

88. The preparation of claim 1^ 2, 3 or 4 iyi capsule form, wherein the preparation 
releases the Diltiazem at a rate of less thai/ about 15% of the total amoimt of active 
per hour during dissolution, and wherei/i the preparation is a diffusion controlled 
preparation and wherein each microgi/nule comprising a central core containing 
the form of diltiazem coated with a microporous membrane and the central core 
comprises Diltiazem or pharmaceuttcally acceptable salt thereof associated with a 
wetting agent and wherein the Diltiazem is mixed (in whole or in part) with the 
wetting agent wherein the wetting agent assists to maintain the solubility of the 
Diltiazem in each bead, ensuring that the solubility of the Diltiazem is unaffected by 
the pH of the gastrointestinal tract or other adverse conditions which the 
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composition will meet therein and wherein the membrane comprises a water- 
dispersible or water-soluble polymer and a water-, acid- and base-insoluble polymer 
of a neutral acrylic polymer including a neutral copolymer of acwlic acid ethyl ester 
and acrylic acid methyl ester which hydrates the preparation wherein the 
membrane further comprises hydroxypropylmethylcellulose and wherein the 
membrane hydrates the core within the membrane / which when put in 
gastrointestinal fluid causes the membrane to swell Wiile fluid penetrates and 
hydrates the bead, and dissolves the diltiazem and wetiang agent and benefits from 
a concentration gradient through the membrane (high/ concentration inside and low 
concentration outside) wherein the preparation contains 120 mg of Diltiazem. 

89. The preparation of claim 1, 2. 3 or 4 in tabjet form wherein the preparation is 
a diffusion controlled preparation and wherein each microgranule comprising a 
central core containing the form of diltiazem^^ated with a rrdcroporous membrane 
and the central core comprises Diltiazem or pharmaceutically acceptable salt thereof 
associated with a wetting agent wherein the Diltiazem is mixed (in whole or in part) 
with the wetting agent wherein the wettmg agent assists to maintain the solubility 
of the Diltiazem in each bead, ensut/ing that the solubility of the Diltiazem is 
unaffected by the pH of the gastrointestinal tract or other adverse conditions which 
the composition will meet therein and wherein the membrane comprises a water- 
dispersible or water-soluble polyiner and a water-, acid- and base-insoluble polymer 
of a neutral acrylic polymer including a neutral copolymer of acrylic acid ethyl ester 
and acrylic acid methyl esJer which hydrates the preparation wherein the 
membrane further comprises hydroxypropylmethylcellulose and wherein the 
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membrane hydrates the core within the membrane whiph when put in 
gastrointestinal fluid causes the membrane to swell while fluid penetrates and 
hydrates the bead, and dissolves the diltiazem and wetting agent and benefits from 
a concentration gradient through the membrane (high concefntration inside and low 




concentration outside) wherein the preparation contains 120 mg of Diltiazem. 



90. The preparation of claim 1, 2, 3 or 4 in tablet form wherein the preparation 
releases the Diltiazem at a rate of less than about 15% of the total amoimt of active 
per hour during dissolution, and wherein the preparation is a diffusion controlled 
preparation and wherein each microgranule con^ising a central core containing 
the form of diltiazem coated with a microporoiys membrane and the central core 
comprises Diltiazem or pharmaceutically accep/able salt thereof associated with a 
wetting agent and wherein the Diltiazem is mixed (in whole or in part) with the 
wetting agent wherein the wetting agent assists to maintain the solubility of the 
Diltiazem in each bead, ensuring that the solubility of the Diltiazem is unaffected by 
the pH of the gastrointestinal tract or other adverse conditions which the 
composition will meet therein and wherein the membrane comprises a water- 
dispersible or water-soluble polymer an^ a water-, acid- and base-insoluble polymer 



of a neutral acrylic polymer including/a neutral copolymer of acrylic acid ethyl ester 
and acrylic acid methyl ester which hydrates the preparation wherein the 
membrane further comprises hynroxypropylmethylcellulose and wherein the 
membrane hydrates the core / within the membrane which when put in 
gastrointestinal fluid causes me membrane to swell while fluid penetrates and 
hydrates the bead, and dissolves the diltiazem and wetting agent and benefits from 
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a concentration gradient through the membrane (high concentmtion inside and low 
concentration outside) wherein the preparation contains 120 mg of Diltiazem. 

91. The preparation of claim 1, 2, 3 or 4 in capsule form wherein the preparation 
is a diffusion controlled preparation and wherein each/microgranule comprising a 
central core containing the form of diltiazem coated with a microporous membrane 
and the central core comprises Diltiazem or pharmaceutically acceptable salt thereof 
associated with a wetting agent, wherein the Diltiajem is mixed (in whole or in part) 
with the wetting agent wherein the wetting ageni assists to maintain the solubility of 
the Diltiazem in each bead, ensuring that the solubility of the Diltiazem is unaffected 



by the pH of the gastrointestinal tract or /other adverse conditions which the 
composition will meet therein wherein the i/embrane comprises a water-dispersible 
or water-soluble polymer and a water-/ acid- and base-insoluble polymer of a 
neutral acrylic polymer including a neutral copolymer of acrylic acid ethyl ester and 
acrylic acid methyl ester which hydrates the preparation wherein the membrane 
further comprises hydroxypropylm^thylcellulose and wherein the membrane 
hydrates the core within the memlprane which when put in gastrointestinal fluid 
causes the membrane to swell wliile fluid penetrates and hydrates the bead, and 
dissolves the diltiazem and wetting agent and benefits from a concentration- 
gradient through the membrane (high concentration inside and low concentration 
outside) wherein the preparation contains 180 mg of Diltiazem. 



92. The preparation of )claim 1, 2, 3 or 4 in capsule form, wherein the preparation 

j 

releases the Diltiazem at a rate of less than about 15% of the total amoimt of active 
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per hour during dissolution, and wherein the preparation is a diffusion controlled 
preparation and wherein each microgranule comprising a ceritral core containing 
the form of diltiazem coated with a microporous membrai^e and the central core 
comprises Diltiazem or pharmaceutically acceptable salt mereof associated with a 
wetting agent and wherein the Diltiazem is mixed (in Jrhole or in part) with the 
wetting agent wherein the wetting agent assists to imintain the solubility of the 
Diltiazem in each bead, ensuring that the solubility of/the Diltiazem is unaffected by 
the pH of the gastrointestinal tract or other adverse conditions which the 
composition will meet therein and wherein the membrane comprises a water- 
dispersible or water-soluble polymer and a wate/-, acid- and base-insoluble polymer 
of a neutral acrylic polymer including a neutra/copolymer of acrylic acid ethyl ester 
and acrylic acid methyl ester which hydrates/the preparation wherein the membrane 
further comprises hydroxypropylmethylcellulose and wherein the membrane 
hydrates the core within the membraney^hich when put in gastrointestinal fluid 
causes the membrane to swell while fl^id penetrates and hydrates the bead, and 
dissolves the diltiazem and wetting agent and benefits from a concentration 
gradient through the membrane (high concentration inside and low concentration 
outside) wherein the preparation contains 180 mg of Diltiazem. 

93. The preparation of claim A/ 2, 3 or 4 in tablet form wherein the preparation is 
a diffusion controlled preparation and wherein each microgranule comprising a 
central core containing the fjrm of diltiazem coated with a microporous membrane 
and the central core compri/es Diltiazem or pharmaceutically acceptable salt thereof 
associated with a wettingyagent wherein the Diltiazem is mixed (in whole or in part) 



with the wetting agent wherein the wetting agent assists to maintain the solubility of 
the Diltiazem in each bead, ensuring that the solubility of the Dimazem is unaffected 
by the pH of the gastrointestinal tract or other adverse /conditions which the 
composition will meet therein and wherein the membrane comprises a water- 
dispersible or water-soluble polymer and a water-, acid- a^d base-insoluble polymer 
of a neutral acrylic polymer including a neutral copolyn^r of acrylic acid ethyl ester 
and acrylic acid methyl ester which hydrates the prep;^ation wherein the membrane 
further comprises hydroxypropylmethylcellulose/ and wherein the membrane 
hydrates the core within the membrane which \^en put in gastrointestinal fluid 
causes the membrane to swell while fluid peri^ates and hydrates the bead, and 



dissolves the Diltiazem and wetting agent/ and benefits from a concentration 
gradient through the membrane (high conc^tration inside and low concentration 
outside) wherein the preparation contains l/o mg of Diltiazem. 



94. The preparation of claim 1, 2, 3 .or 4 in tablet form wherein the preparation 
releases the Diltiazem at a rate of less^han about 15% of the total amount of active 
per hour during dissolution, and wherein the preparation is a diffusion controlled 
preparation and wherein each mig-ogranule comprising a central core containing 
the form of Diltiazem coated with a microporous membrane and the central core 
comprises Diltiazem or pharmaceutically acceptable salt thereof associated with a 
wetting agent and wherein ti/e Diltiazem is mixed (in whole or in part) with the 
wetting agent wherein the wetting agent assists to maintain the solubility of the 
Diltiazem in each bead, ensuring that the solubility of the Diltiazem is unaffected by 
the pH of the gastroir/estinal tract or other adverse conditions which the 
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composition will meet therein and wherein the membrane/ comprises a water- 
dispersible or water-soluble polymer and a water-, acid- and pase-insoluble polymer 
of a neutral acrylic polymer including a neutral copolymer of acrylic acid ethyl ester 
^ and acrylic acid methyl ester which hydrates the preparation wherein the membrane 
"\|\ /C further comprises hydroxypropylmethylcellulose ana wherein the membrane 



hydrates the core within the membrane which when/put in gastrointestinal fluid 
causes the membrane to swell while fluid penetrat^ and hydrates the bead, and 



dissolves the diltiazem and wetting agent and /benefits from a concentration 
gradient through the membrane (high concentra^n inside and low concentration 



outside) wherein the preparation contains 180 mg of Diltiazem. 



95. The preparation of claim 1. 2. 3 or 4 in/capsule form wherein the preparation 
is a diffusion controlled preparation and w/erein each microgranule comprising a 
central core containing the form of diltiaze^ coated with a microporous membrane 
and the central core comprises Diltiazem or pharmaceutically acceptable salt thereof 
associated with a wetting agent, wherein^the Diltiazem is mixed (in whole or in part) 
with the wetting agent wherein the wet^ng agent assists to maintain the solubility of 
the Diltiazem in each bead, ensuring that the solubility of the Diltiazem is unaffected 



by the pH of the gastrointestinal/ tract or other adverse conditions which the 
composition will meet therein whe/ein the membrane comprises a water-dispersible 
or water-soluble polymer and a^ water-, acid- and base-insoluble polymer of a 
neutral acrylic polymer including a neutral copolymer of acrylic acid ethyl ester and 
acrylic acid methyl ester whicAi hydrates the preparation wherein the membrane 
further comprises hydroxypropylmethylcellulose and wherein the membrane 
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hydrates the core within the membrane which when put i/i gastrointestinal fluid 
causes the membrane to swell while fluid penetrates ana hydrates the bead, and 
dissolves the diltiazem and wetting agent and benefits from a concentration 
gradient through the membrane (high concentration inside and low concentration 
outside) wherein the preparation contains 240 mg of Uiltiazem, 



96. The preparation of claim 1, 2, 3 or 4 in capsule form, wherein the preparation 
releases the Diltiazem at a rate of less than abou/ 15% of the total amoimt of active 
per hour during dissolution, and wherein the preparation is a diffusion controlled 
preparation and wherein each microgranule/comprising a central core containing 
the form of diltiazem coated with a microporous membrane and the central core 



comprises Diltiazem or pharmaceutically /acceptable salt thereof associated with a 
wetting agent and wherein the Diltiazem is mixed (in whole or in part) with the 
wetting agent wherein the wetting agent assists to maintain the solubility of the 
Diltiazem in each bead, ensuring that/the solubility of the Diltiazem is unaffected by 
the pH of the gastrointestinal tract or other adverse conditions which the 

/ 

composition will meet therein and wherein the membrane comprises a water- 
dispersible or water-soluble polwner and a water-, acid- and base-insoluble polymer 
of a neutral acrylic polymer including a neutral copolymer of acrylic acid ethyl ester 
and acrylic acid methyl ester which hydrates the preparation wherein the membrane 
further comprises hydroxVpropylmethylcellulose and wherein the membrane 
hydrates the core within Jne membrane which when put in gastrointestinal fluid 
causes the membrane to /swell while fluid penetrates and hydrates the bead, and 
dissolves the diltiazern^ and wetting agent and benefits from a concentration 



7 



gradient through the membrane (high concentration inside and ^ow concentration 
outside) wherein the preparation contains 240 mg of Diltiazem. 

97. The preparation of claim 1, 2, 3 or 4 in tablet form wHerein the preparation is 
a diffusion controlled preparation and wherein each nyicrogranule comprising a 
central core containing the form of diltiazem coated with a microporous membrane 
and the central core comprises Diltiazem or pharmaceutically acceptable salt thereof 
associated with a wetting agent wherein the Diltiazem is mixed (in whole or in part) 
with the wetting agent wherein the wetting agent as^sists to maintain the solubility of 
the Diltiazem in each bead^ ensuring that the solubility of the Diltiazem is tmaffected 
by the pH of the gastrointestinal tract or ot/er adverse conditions which the 
composition will meet therein and wherein /the membrane comprises a water- 



dispersible or water-soluble polymer and a water-, acid- and base-insoluble polymer 
of a neutral acrylic polymer including a neu'^al copolymer of acrylic acid ethyl ester 
and acrylic acid methyl ester which hydrat^es the preparation wherein the membrane 
further comprises hydroxypropylmetb^lcellulose and wherein the membrane 
hydrates the core within the membrane which when put in gastrointestinal fluid 
causes the membrane to swell while fluid penetrates and hydrates the bead, and 
dissolves the diltiazem and wetUng agent and benefits from a concentration 
gradient through the membrane /high concentration inside and low concentration 
outside) wherein the preparatioy/contains 240 mg of Diltiazem. 



98. The preparation of claim 1, 2, 3 or 4 in tablet form wherein the preparation 
releases the Diltiazem at a yate of less than about 15% of the total amount of active 
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per hour during dissolution, and wherein the preparation a diffusion controlled 
preparation and wherein each microgranule comprising a central core containing 
the form of diltiazem coated with a microporous mernprane and the central core 
comprises Diltiazem or pharmaceutically acceptable salt thereof associated with a 
wetting agent and wherein the Diltiazem is mixed (in whole or in part) with the 
wetting agent wherein the wetting agent assists to maintain the solubility of the 
Diltiazem in each bead, ensuring that the solubility of the Diltiazem is unaffected by 

/ 

the pH of the gastrointestinal tract or other adverse conditions which the 
composition will meet therein and wherein/ the membrane comprises a water- 
dispersible or water-soluble polymer and a water-, acid- and base-insoluble polymer 
of a neutral acrylic polymer including a neural copolymer of acrylic acid ethyl ester 
and acrylic acid methyl ester which hydrates the preparation wherein the membrane 
further comprises hydroxypropylmethylcellulose and wherein the membrane 
hydrates the core within the membrat^ which when put in gastrointestinal fluid 
causes the membrane to swell while^uid penetrates and hydrates the bead, and 
dissolves the diltiazem and wetting agent and benefits from a concentration 
gradient through the membrane (high concentration inside and low concentration 
outside) wherein the preparation^ontains 240 mg of Diltiazem. 



99. The preparation of claim 1, 2, 3 or 4 in capsule form wherein the preparation 
is a diffusion controlled preparation and wherein each microgranule comprising a 
central core containing th/ form of diltiazem coated with a microporous membrane 
and the central core corr^rises Diltiazem or pharmaceutically acceptable salt thereof 
associated with a wetting agent, wherein the Diltiazem is mixed (in whole or in 
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part) with the wetting agent wherein the wetting a^ent assists to maintain the 
solubility of the Diltiazem in eac±i bead, ensuring thai the solubihty of the Diltiazem 
is unaffected by the pH of the gastrointestinal tmct or other adverse conditions 
which the composition will meet therein wherein me membrane comprises a water- 
dispersible or water-soluble polymer and a watey-, acid- and base-insoluble polymer 
of a neutral acrylic polymer including a neutral/copolymer of acrylic acid ethyl ester 
and acrylic acid methyl ester which hydrates the preparation wherein the 
membrane further comprises hydroxypro^ylmethylcellulose and wherein the 
membrane hydrates the core within the membrane which when put in 
gastrointestinal fluid causes the membrane to swell while fluid penetrates and 
hydrates the bead, and dissolves the diltiazem and wetting agent and benefits from 
a concentration gradient through the ni^mbrane (high concentration inside and low 
concentration outside) wherein the pr^aration contains 300 mg of Diltiazem^ 



100. The preparation of claim 1. 2, 3 or 4 in capsule form, wherein the preparation 
releases the Diltiazem at a rate of less than about 15% of the total amount of active 
per hour during dissolution, and wherein the preparation is a diffusion controlled 
preparation and wherein each microgranule comprising a central core containing 
the form of diltiazem coate/ with a microporous membrane and the central core 
comprises Diltiazem or ph^rmaceutically acceptable salt thereof associated with a 
wetting agent and wherem the Diltiazem is mixed (in whole or in part) with the 
wetting agent wherein /the wetting agent assists to maintain the solubility of the 



Diltiazem in each bead{ ensuring that the solubility of the Diltiazem is imaffected by 
the pH of the gastrointestinal tract or other adverse conditions which the 
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composition will meet therein and wherein the lyfembrane comprises a water- 
dispersible or water-soluble polymer and a water-, acid- and base-insoluble polymer 
of a neutral acrylic polymer including a neutral copolymer of acrylic acid ethyl ester 
and acrylic acid methyl ester which hydrates the preparation wherein the 
membrane further comprises hydroxypropylmethylcellulose and wherein the 
membrane hydrates the core within the membrane which when put in 
gastrointestinal fluid causes the membrane to swell while fluid penetrates and 
hydrates the bead, and dissolves the diltiazem and wetting agent and benefits from 
a concentration gradient through the meinbrane (high concentration inside and low 
concentration outside) wherein the preparation contains 300 mg of Diltiazem. 



101. The preparation of claim 1, 2/3 or 4 in tablet form wherein the preparation is 
a diffusion controlled preparation and wherein each microgranule comprising a 
central core containing the form of diltiazem coated with a microporous membrane 
and the central core comprises Diltiazem or pharmaceutically acceptable salt thereof 
associated with a wetting agent wherein the Diltiazem is mixed (in whole or in part) 
with the wetting agent wherein the wetting agent assists to maintain the solubility 
of the Diltiazem in each /head, ensuring that the solubility of the Diltiazem is 

/ 

unaffected by the pH of the gastrointestinal tract or other adverse conditions which 
the composition will meet therein and wherein the membrane comprises a water- 
dispersible or water-soluble polymer and a water-, acid- and base-insoluble polymer 
of a neutral acrylic polymer including a neutral copolymer of acrylic acid ethyl ester 
and acrylic acid methyl ester which hydrates the preparation wherein the 
membrane furthe/ comprises hydroxypropylmethylcellulose and wherein the 
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membrane hydrates the core within the membranjb which when put in 
gastrointestinal fluid causes the membrane to swell while fluid penetrates and 
hydrates the bead, and dissolves the diltiazem and wotting agent and benefits from 
a concentration gradient through the membrane (high concentration inside and low 
ncentration outside) wherein the preparation contains 300 mg of Diltiazem. 



102. The preparation of claim 1, 2, 3 or 4 in tablet form wherein the preparation 
releases the Diltiazem at a rate of less than about 15% of the total amoxmt of active 



per hour during dissolution, and wherein the preparation is a diffusion controlled 
preparation and wherein each microgranul/ comprising a central core contairung 
the form of diltiazem coated with a micr/porous membrane and the central core 
comprises Diltiazem or pharmaceutically acceptable salt thereof associated with a 
wetting agent and wherein the Diltiazem is mixed (in whole or in part) with the 
wetting agent wherein the wetting agent assists to maintain the solubility of the 
Diltiazem in each bead, ensuring that/:he solubility of the Diltiazem is imaffected by 
the pH of the gastrointestinal tract or other adverse conditions which the 
composition will meet therein and wherein the membrane comprises a water- 
dispersible or water-soluble polyiiier and a water-, acid- and base-insoluble polymer 
of a neutral acrylic polymer incl/ding a neutral copolymer of acrylic acid ethyl ester 
and acrylic acid methyl ester which hydrates the preparation wherein the 
membrane further comprises hydroxypropylmethylcellulose and wherein the 
membrane hydrates the /core within the membrane which when put in 
gastrointestinal fluid causes the membrane to swell while fluid penetrates and 
hydrates the bead, and dissolves the diltiazem and wetting agent and benefits from 
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a concentration gradient through the membrane (high concentration inside and low 
concentration outside) wherein the preparation contains 3GfO mg of Diltiazem. 



103. The preparation of claim 1, 2, 3 or 4 in capsule form wherein the preparation 
"^^^^^^ is a diffusion controlled preparation and wherein each microgranule comprising a 
central core containing the form of diltiazem coated with a microporous membrane 
and the central core comprises Diltiazem or pharnrZceutically acceptable salt thereof 
associated with a wetting agent, wherein the Diltiazem is mixed (in whole or in 
part) with the wetting agent wherein the wetting agent assists to maintain the 



solubility of the Diltiazem in each bead, ensuring that the solubility of the Diltiazem 
is unaffected by the pH of the gastrointestinal tract or other adverse conditions 
which the composition will meet therein Wherein the membrane comprises a water- 
dispersible or water-soluble polymer and^ water-, acid- and base-insoluble polymer 
of a neutral acrylic polymer including a^eutral copolymer of acrylic acid ethyl ester 
and acrylic acid methyl ester wh^ch hydrates the preparation wherein the 
membrane further comprises hydroxypropylmethylcellulose and wherein the 



membrane hydrates the core /Within the membrane which when put in 
gastrointestinal fluid causes the membrane to swell while fluid penetrates and 
hydrates the bead, and dissolves the diltiazem and wetting agent and benefits from 
a concentration gradient thro/gh the membrane (high concentration inside and low 
concentration outside) wher/in the preparation contains 360 mg of Diltiazem. 



104. The preparation of/claim 1, 2, 3 or 4 in capsule form, wherein the preparation 
releases the Diltiazem at^ a rate of less than about 15% of the total amount of active 
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per hour during dissolution, and wherein the preparation is a diffusion controlled 
preparation and wherein each microgranule comprising a central core containing 
the form of diltiazem coated with a microporous membrane and the central core 
comprises Diltiazem or pharmaceutically acceptable salt thereof associated with a 
\ wetting agent and wherein the Diltiazem is mixe^ (in whole or in part) with the 
wetting agent wherein the wetting agent assists/ to maintain the solubility of the 
Diltiazem in each bead, ensuring that the solubil/ty of the Diltiazem is unaffected by 
the pH of the gastrointestinal tract or other adverse conditions which the 
composition will meet therein and wherein the membrane comprises a water- 
dispersible or water-soluble polymer and a v/ater-, acid- and base-insoluble polymer 
of a neutral acrylic polymer including a neutral copolymer of acrylic acid ethyl ester 



and acrylic acid methyl ester which /hydrates the preparation wherein the 
membrane further comprises hydroxypropylmethylcellulose and wherein the 
membrane hydrates the core within the membrane which when put in 
gastrointestinal fluid causes the membrane to swell while fluid penetrates and 



hydrates the bead, and dissolves the/ diltiazem and wetting agent and benefits from 
a concentration gradient through the membrane (high concentration inside and low 



1 



concentration outside) wherein the preparation contains 360 mg of Diltiazem. 



105. The preparation of claim 1, 2, 3 or 4 in tablet form wherein the preparation is 
a diffusion controlled preparation and wherein each microgranule comprising a 
central core containing the f/rm of diltiazem coated with a microporous membrane 
and the central core comprises Diltiazem or pharmaceutically acceptable salt thereof 
associated with a wetting agent wherein the Diltiazem is mixed (in whole or in part) 
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with the wetting agent wherein the wetting agent assists/ to maintain the solubility 
of the Diltiazem in each bead, ensuring that the solubility of the Diltiazem is 
unaffected by the pH of the gastrointestinal tract or otner adverse conditions which 
the composition will meet therein and wherein the membrane comprises a water- 
dispersible or water-soluble polymer and a water-, a/id- and base-insoluble polymer 
of a neutral acrylic polymer including a neutral copolymer of acrylic acid ethyl ester 
and acrylic acid methyl ester which hydrates the preparation wherein the 
membrane further comprises hydroxypropyli/ethylcellulose and wherein the 
membrane hydrates the core within the inembrane which when put in- 
gastrointestinal fluid causes the membrane to swell while fluid penetrates and 
hydrates the bead, and dissolves the diltiazem and wetting agent and benefits from 
a concentration gradient through the membr/ne (high concentration inside and low 
concentration outside) wherein the preparation contains 360 mg of Diltiazem. 



106. The preparation of claim 1, 2, 3 or I A in tablet form wherein the preparation 
releases the Diltiazem at a rate of less thin about 15% of the total amoimt of active 



per hour during dissolution, and wherein the preparation is a diffusion controlled 
preparation and wherein each microg/anule comprising a central core containing 
the form of diltiazem coated with a microporous membrane and the central core 
comprises Diltiazem or pharmaceutiially acceptable salt thereof associated with a 
wetting agent and wherein the Diltiazem is mixed (in whole or in part) with the 



wetting agent wherein the wetting agent assists to maintain the solubility of the 
Diltiazem in each bead, ensuring tl/at the solubility of the Diltiazem is unaffected by 
the pH of the gastrointestinal /tract or other adverse conditions which the 
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composition will meet therein and wherein the membrane comprises a water- 
dispersible or water-soluble polymer and a water-, acid- ana base-insoluble polymer 
of a neutral acrylic polymer including a neutral copolymer of acrylic acid ethyl ester 
and acrylic acid methyl ester which hydrates the preparation wherein the 
membrane further comprises hydroxypropylmethylcellulose and wherein the 
membrane hydrates the core within the membrane which when put in 
gastrointestinal fluid causes the membrane to iwell while fluid penetrates and 
hydrates the bead, and dissolves the diltiazem and wetting agent and benefits from 
a concentration gradient through the membrai^ (high concentration inside and low 
concentration outside) wherein the preparation contains 360 mg of Diltiazem. 



107. The preparation of claim 1. 2. 3 or 4 in capsule form wherein the preparation 
is a diffusion controlled preparation an/ wherein each microgranule comprising a 
central core containing the form of diltiazem coated with a microporous membrane 
and the central core comprises Diltiazem or pharmaceutically acceptable salt thereof 
associated with a wetting agent, wherein the Diltiazem is mixed (in whole or in 



part) with the wetting agent wherein the wetting agent assists to maintain the 
solubility of the Diltiazem in eacj/bead. ensuring that the solubility of the Diltiazem 
is unaffected by the pH of th/ gastrointestinal tract or other adverse conditions 
which the composition will meet therein wherein the membrane comprises a water- 
dispersible or water-soluble polymer and a water-, acid- and base-insoluble polymer 

/ 

of a neutral acrylic polymer including a neutral copolymer of acrylic acid ethyl ester 
and acrylic acid methy/ ester which hydrates the preparation wherein the 
membrane further comprises hydroxypropylmethylcellulose and wherein the 
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membrane hydrates the core within the membrane/ which when put in 

gastrointestinal fluid causes the membrane to swell \Amile fluid penetrates and 
hydrates the bead, and dissolves the diltiazem and wettang agent and benefits from 
a concentration gradient through the membrane (high /concentration inside and low 
concentration outside) wherein the preparation contains 420 mg of Diltiazem. 

108. The preparation of claim 1, 2, 3 or 4 in capsule form, wherein the preparation 
releases the Diltiazem at a rate of less than about 15% of the total amount of active 
per hour during dissolution, and wherein the preparation is a diffusion controlled 
preparation and wherein each microgranule Comprising a central core containing 
the form of diltiazem coated with a microporous membrane and the central core 

/ 

comprises Diltiazem or pharmaceutically acceptable salt thereof associated with a 
wetting agent and wherein the Diltiazem is mixed (in whole or in part) with the 
wetting agent wherein the wetting agent assists to maintain the solubility of the 
Diltiazem in each bead, ensuring that the solubility of the Diltiazem is imaffected by 
the pH of the gastrointestinal tract or other adverse conditions which the 
composition will meet therein and/ wherein the membrane comprises a water- 
dispersible or water-soluble polyme^ and a water-, acid- and base-insoluble polymer 
of a neutral acrylic polymer including a neutral copolymer of acrylic acid ethyl ester 



and acrylic acid methyl ester/ which hydrates the preparation wherein the 



membrane further comprises/ hydroxypropylmethylcellulose and wherein the 
membrane hydrates the cixe within the membrane which when put in 
gastrointestinal fluid caused the membrane to swell while fluid penetrates and 
hydrates the bead, and dissolves the diltiazem and wetting agent and benefits from 
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a concentration gradient through the membrane (high concemration inside and low 
concentration outside) wherein the preparation contains 42Q/mg of Diltiazem. 

109. The preparation of claim 1. 2. 3 or 4 in tablet forrgi wherein the preparation is 
a diffusion controlled preparation and wherein each/micro granule comprising a 
central core containing the form of diltiazem coated with a microporous membrane 



and the central core comprises Diltiazem or pharmaceutically acceptable salt thereof 
associated with a wetting agent wherein the Diltia/em is mixed (in whole or in part) 
with the wetting agent wherein the wetting agent assists to maintain the solubility 
of the Diltiazem in each bead, ensuring that^the solubility of the Diltiazem is 

/ 

unaffected by the pH of the gastrointestinal tract or other adverse conditions which 
the composition will meet therein and wherein the membrane comprises a water- 
dispersible or water-soluble polymer and a /water-, acid- and base-insoluble polymer 
of a neutral acrylic polymer including a niutral copolymer of acrylic acid ethyl ester 
and acrylic acid methyl ester whi hydrates the preparation wherein the 
membrane further comprises hydr(j^|^ropylmethylcellulose and wherein the 
membrane hydrates the core within the membrane which when put in 
gastrointestinal fluid causes the rnembrane to swell while fluid penetrates and 
hydrates the bead, and dissolves the diltiazem and wetting agent and benefits from 
a concentration gradient through/he membrane (high concentration inside and low 
concentration outside) wherein the preparation contains 420 mg of Diltiazem. 



110. The preparation of cl^im 1, 2, 3 or 4 in tablet form wherein the preparation 
releases the D iltiazem at a^a te of less than about 15 % of the total amoimt of active 
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per hour during dissolution, and wherein the preparation is A diffusion controlled 
preparation and wherein each microgranule comprising a central core containing 
the form of diltiazem coated with a microporous membrane and the central core 
comprises Diltiazem or pharmaceutically acceptable salt/thereof associated with a 
wetting agent and wherein the Diltiazem is mixed (in/whole or in part) with the 
wetting agent wherein the wetting agent assists to maintain the solubility of the 
Diltiazem in each bead, ensuring that the solubility off the Diltiazem is imaffected by 
the pH of the gastrointestinal tract or other/ adverse conditions which the 
composition will meet therein and wherein the membrane comprises a water- 

/ 

dispersible or water-soluble polymer and a water-, acid- and base-insoluble polymer 
of a neutral acrylic polymer including a neutral copolymer of acryhc acid ethyl ester 
and acrylic acid methyl ester which hydrates the preparation wherein the 
membrane further comprises hydroxyp/opylmethylcellulose and wherein the 
membrane hydrates the core withiiy the membrane which when put in 
gastrointestinal fluid causes the merg/rane to swell while fluid penetrates and 
hydrates the bead, and dissolves the diltiazem and wetting agent and benefits from 
a concentration gradient through the/ membrane (high concentration inside and low 
concentration outside) wherein the preparation contains 420 mg of Diltiazem. 

REMARKS 



Claims 1 to 110 remain in the application. The fee for adding the new claims 
of $864.00 USD is enclosed. If there should be any overpayment or imderpayment 
of fees with respect to the additional claims. Applicant authorizes the Commissioner 



